iodide grains 2 or 3 by mouth together with retention enemata of 2'/2% chiniofon daily for ten days, followed by carbarsone 0O25 grammes by mouth twice daily for a further ten days; sometimes this course is immediately preceded by emetine hydrochloride 1 grain by parenteral injection for a few days. The degree of success obtained by such treatment has been assessed variously as lying between 75 and 95%.
In any endeavour to understand the reason for the failures it is necessary to consider the parasite, the patient and the procedure.
Suggestions have been made that amcebae may vary in their resistance to the drugs employed, and that inadequate treatment may lead to the development of increased resistance with ultimate failure of the parasite to be influenced by the drugs. There appears little sound experimental evidence to support such a hypothesis in the case of the arsenical and quinoline drugs in amoebiasis, and there are good reasons for doubting the validity of the experiments on which the claims for emetine-resistance rest. In short there seems little justification at present for attributing therapeutic failure in the treatment of amoebiasis to drug-resistance of the amcebae.
In overt dysentery there are tissue lesions associated with invasion by the amcebae, and it is widely believed, especially by American workers, that all patients passing E. histolytica in their stools, even the asymptomatic carriers, have lesions in the bowel, although these lesions may be only microscopic. However, it is possible that a proportion of the amcebae may live as commensals, feeding on organic residues or bacteria, in the lumen or on the wall of the gut without actually invading the tissues: such parasites might presumably be little influenced by amoebicidal drugs present in the blood and tissues, in which case successful therapy might depend upon having an adequate concentration of drug i-n the contents of the bowel. Unfortunately to this question of precise pathology a certain answer cannot be given.
There are also vexatious uncertainties regarding the exact state and distribution of the drugs themselves in the body. For example, emetine, which in vitro has such a potent direct action upon E. histolytica, fails when injected parenterally, to cure intestinal infections with this parasite in cats. In these animals the drug appears largely to be eliminated in the urine, and it may be that this mechanism prevents the tissueconcentration of the drug from rising to, or being maintained sufficiently long at, an amoebicidal level. Alternatively, these animals may metabolize or render impotent the drug in some manner different from that obtaining in man. Even in man, however, there is abundant evidence to show that daily injections of emetine hydrochloride 1 grain fail to cure a large proportion of intestinal infections, some placing the relapse rate as high as 90%, and with chronic carriers the results are particularly poor. It may be that comparatively small differences in the metabolism or elimination of the drug between individual patients may become manifest clinically by the gross difference between cure and relapse. Save in a small percentage of patients, emetine hydrochloride 1 grain daily appears either insufficient to maintain in the tissues an amoebicidal milieu for a sufficient length of time to eradicate the infection or it fails to destroy the parasites in the lumen of the gut, and so relapse occurs. Yet this method of treatment appears to be considered adequate, especially in India:
On the other hand, Dobell found almost thirty years ago that emetine bismuth iodide 3 grains daily by mouth for 12 days cured about 90% of carriers of E. histolytica. From this it would appear that a comparable amount of emetine given by mouth may, possibly owing to slower absorption, maintain an amoebicidal concentration of drug in the tissues or gut for a more prolonged period, and so sterilize the infection. It may not be without significance in this connexion to note that when emetine is given by mouth only on alternate days, as auremetine in the course employed at Liverpool for many years, a relapse rate as high as 90% has recently been recorded for chronic infections so treated.
The necessity for giving emetine bismuth iodide in a suitable form so that it becomes liberated and dispersed, and possibly absorbed, seems generally agreed, even if often neglected in actual practice. It may also be necessary to maintain the dosage at 3 grains daily, and the suggestion of recent years that 2 grains is sufficient may not be without danger. The addition of emetine hydrochloride parenterally in "loading" doses at the beginning of treatment with emetine bismuth iodide seems reasonable, but I am not convinced that the addition of chiniofon, carbarsone or similar drugs materially improves the ultimate result, although, in the present state of our ignorance and since there is no evidence of any "interference phenomenon" when such drugs are used together, it would seem justifiable to retain their association.
Some years ago attention was drawn to the possible part played by concomitant bacteria in the survival and invasiveness of the amceba; and more recently Colonel Hargreaves, being impressed by the secondary infection of the bowel of a fatal case, tried the effect of associating penicillin and succinylsulphathiazole with the specifically amoebicidal drugs. He observed that cedema and hyperiemia of the mucous membrane subsided and that the ulcers became more superficial when treated with the penicillin and the sulphonamide compound; and he stated that "there seems little doubt that in this way the amcebce are rendered more easy of access to emetine." Whether this be true or not, it would appear that his view is that emetine remains the ultimate amoebicidal agent, and it is difficult therefore to believe that penicillin and sulphonamide can make much difference statistically to the total results of treating amoebiasis, since in general the cases refractory to treatment are not necessarily those with gross lesions. In fact most authors stress the greater difficulty of sterilizing the chronic cyst carriers, in whom lesions if present at all are often minimal. It would therefore be of great interest to know whether the combined treatment does in fact confer any benefit in the treatment of the less acute and less severe cases. While there seems no doubt of its value in gravely advanced and secondarily infected cases, the primary aim shoulV be to eradicate the infection before the patient reaches such a state. To this end the great practical need is a wider appreciation and application of what is already known about the treatment of amcebiasis, while fundamentally further insight is desirable into the mechanism of action in man of those drugs which, properly used, still justify the promise they revealed more than a quarter of a century ago. In 1944, about one-fifth of our patients with chronic amcebic dysentery were bedridden with foul diarrhoea, their stools containing blood, mucus, and amcebie. They complained of almost persistent colicky pain, and their colons were palpable and tender. Sigmoidoscopy as a rule showed extensive ulceration, the mucosa between the ulcers being swollen and injected.
These patients presented a desperate problem. Some had been under treatment for as long as 2 years, dating from the fall of Burma in 1942, when chaos reigned; it was often several weeks before they got back to India, where hospitals vere overflowing and drugs scarce. By the time they reached us they had been given repeated courses of anti-amoebic drugs, often at home as well as abroad, including emetine injections sometimes running into three figures, and they had been labelled emetine-resistant. Many of them had also been given courses of sulphaguanidine or succinylsulphathiazole (sulphasuxidine). In May 1944 one of these patients died. Acting on the assumption that secondary bacterial infection was preventing a response to anti-amoebic drugs, we then tried penicillin at the suggestion of General Biggam as a last resort for an apparently moribund patient. He responded dramatically, and although the amcebic infection persisted, his symptoms subsided and on sigmoidoscopy the ulceration was seen to heal. After two courses of penicillin, standard anti-amoebic treatment was given; when finally reviewed four months later, he was still well.
The outlook of these distressing cases was changed considerably as the result of this experiment. Penicillin has not been found to have any significant effect on Entanczba histolytica, but we have found repeatedly that it renders severe refractory cases of chronic amoebic dysentery more amenable to drugs with a specific action on the amoebax. The symptomatic relief is very striking. Patients transferred to us on the dangerously ill list needing morphia to relieve their pain have become free from colic after two or three days on penicillin and have begun to pass formed stools. Repeatedly on sigmoidoscopy during the course of penicillin treatment we have seen improvement, the swelling and injection of the mucosa subsiding so that ulcers become more stuperficial in appearance and begin to epithelialize. We nowv give a course of penicillin which lasts just over eight davs, totalling 2 million units, in three-hourly doses of 30,000 units intramuscularly. To combat some of the organisms which are not sensitive to penicillin we also give sulphasuxidine at the same time by mouth 20 grammes dailv. Occasionallv it has been necessary to repeat the course for instance, in one case where numerouLs small abscesses could be seen bursting through the mucosa when the $igmoidoscope was introduced.
The anti-amcebic treatment which we give to chronic cases now ulstually consists of a 12-day course of emetine bismuth iodide 3 grains of the loose powder in 1 gramme gelatin capsules at night combined with daily retention enemata of chiniofon, followed by a course of diodoquin three tablets thrice dailv by mouth for twenty days. Tests of cture are carried out one month after the end of this treatment. Three of the first 50 cases relapsed after this period. One of these had refused to have any more EBI after his penicillin course. We had no comparable series of patients treated with anti-amcebic drugs only, as the cases described were very severe and had previously been given repeated coturses of routine treatment without success.
This success wvith penicillin in chronic amcebic dysentery naturally led uis on to try it in chronic ulcerative colitis. Claims for anv treatment in this disease must be made very timorously owing to its notoriotus tendency to remit spontaneouisly. As luck wvould have it, however, our first patient appeared to respond well. This wvas a woman aged 30 who had been ill for eighteen months, during which she had been treated with medicated enemata and sulphaguanidine. She was critically ill and sigmoidoscopy showed severe ulceration. Two weeks after the end of a course of penicillin and sulphasuxidine, her symptoms had subsided and sigmoidoscopy was normal. This was in October 1944, and since then she has remained well apart from periodic constipation, and in fact she has married. When I saw her last month, sixteen months after the treatment, she wvas free from symptoms and her bowel was normal on sigmoidoscopy.
Our second patient had regional colitis and had been treated previously with sulphaguanidine and sulphasuxidine without success. He was symptom-free and normal on sigmoidoscopv following two courses of penicillin and stliphasuxidine separated by an interval of two weeks during which daily retention enemata of sulphasuxidine were given. He relapsed after seven months, but has responded again to another course of treatment.
We have treated 7 other patients with-ulcerative colitis and proctitis. All showed a satisfactory response, but 2 had persistent granularity in the lower part of the rectumone after four courses of treatment. Only one patient had a ribbon-like colon radiologically, and there was no change in this appearance after treatment, although ulceration had healed. These patients were definitely improved, but one cannot claim that they were cured.
Our clinical experiences are open to the criticism 'that they did not always have strict bacteriological control. Occasionally we have been able to isolate penicillin-sensitive streptococci and staphylococci from the dysenteric cases, and in 2 cases of ulcerative colitis penicillin-sensitive staphylococci have been found.
My conclusion is that penicillin is well worth a more extensive trial in chronic ulcerative colitis. I mentioned our first case of 4cerative colitis in November 1944 at a meeting of the Royal Society of Tropical Medicine and Hygiene. After this meeting, Sir Alexander
Fleming was asked to give penicillin to another patient who was being despaired of after seven months' illness. He did so, after isolating penicillin-sensitive staphylococci.
The patient recovered, and has remained well now for over a year.
Dr. J. L. Lovibond: I propose to review a clinical impression of approximately 1,000 hospital cases of amoebic dysentery seen in Ceylon, Assam and Burma between 1942 and 1945.
Diagnosis.-From a study of tropical disease in the tropics one learns that its behaviour may differ much from the classical teaching. Although chronic amcebiasis was an important cause of insidious ill-health in South East Asia Command, cases were rarely labelled "chronic amcebic dysentery" as a first diagnosis because the symptoms are generally more negative than positive. Diagnosis from the history alone is difficult since dysentery per se is not a regular feature of chronic amoebiasis and, even at the onset, can be mild and pass unnoticed. Indeed, in an endemic area, while an individual is becoming acclimatized, short bouts of diarrhoea are usual.
Symptoms may simulate various disorders, ranging from appendicitis to exhaustion neurosis, but unexplained loss of weight in a subject home from the East is always suggestive.
Not uncommonly a latent chronic amcebic infection was brought to light by the activation of an intercurrent acute illness, for example malaria or bacillary dysentery or even after a major surgical operation.
Loss of weight, fatigue, irritability or anxiety symptoms in men with a negative sigmoidoscopy but with cysts in their stools, responding to anti-amoebic treatment, suggest that constitutional symptoms, with or without clinical hepatitis, may predominate when the seat of infection is chiefly cTecal, though when the rectum is involved dysentery and pain are manifest.
All dysenteric patients were sigmoidoscoped on admission to hospital and again before discharge. Our only preparation was for the patient to defaecate before examination. This simple routine was of great diagnostic value, ospecially in the apparently cured. Thus, many cases of acute bacillary dysentery after sulphaguanidine were found to harbour unsuspected chronic amcebic ulceration in the rectum. Although this drug successfully eliminated an acute bacillary infection from the bowel it made the microscopic detection of entamoebae more difficult afterwards. We felt that sulphaguanidine had, maybe, some specific anti-amoebic action, enough to rid the bowel contents of amoebae and cysts yet not enough to heal, for vegetative forms remained in the ulcers.
Treatment.-Treatment is begun at once after diagnosis and the detailed routine of a full consecutive course must be followed. Although various doses and combinations of drugs have been advocated in the past, treatment now is standardized. All patients, irrespective of the stage of their disease, are put to bed and given a course of emetine bismuth iodide by mouth, chiniofon by bowel and carbarsone. Emetine hydrochloride is reserved solely for patients with symptoms, intestinal or constitutional, or with vegeta-tive ameebmu in the stools, and is given intramuscularly, 1 grain daily for four to eight days. When symptomless amoTbic ulceration or cysts are chance findings no intramuscular emetine is-required. EBI and chiniofon are then started at once.
With emetine injections a fall in blood-pressure occurred only if given for longer than eight days. Blood-pressure records were, therefore, regarded as unimportant with standard dosage. All our subjects, however, were European or American troops; reactions may admittedly be commoner in Indians whose physique is slighter.
The injections are followed without a break by the course of EBI, twelve consecutive daily doses of 3 grains by rr-n:th, together with retention enemata of chiniofon. EBI is normally dispensed in gelatin or sugar-coated capsules both of which render disintegration and absorption uncertain. We gave it direct as powders either in a spoonful of jam or on the back of the tongue with a drink. EBI is customarily administered at night with a barbiturate sedative to allay the nauseating effect, but we found it was well tolerated and toxic effects need not be anticipated. The stools should always be inspected -as a control of assimilation; they are dark from the bismuth in the compound.
Chiniofon enemata, consisting of 7 oz. of 2X/% solution daily for these twelve days, were given simultaneously with EBI. (Synonyms: yatren, quinoxyl, quiniosulphan.) To help to retain each enema for at least six hours the foot of the bed is raised on 8 in. blocks. The patient should lie in turn, for half an hour each on his left side, back and right side. This drill keeps him recumbent but has no other particular value, for we have shown by X-rays that enemata reach the caccum from the supine position. Patients will often tolerate with benefit a gradual increase both in volume and strength of the enemata. Towards the end of the EBI course some diarrhcea is common and upsets retention unless an alkaline bowel washout is given before. In a busy ward the sterilization of apparatus must be supervised to prevent cross infection of bacillary exudate.
Finally, for a further twelve days, carbarsone (or stovarsol) was given, 4-grain tablets twice daily, to eradicate cysts, and the patient was then allowed up.
We had a small experience of Kurchi bismuth iodide at a time when EBI was scarce but were not convinced that it replaced EBI as an active amcebicide.
Emetine resistance.-One has learnt that interruption of treatment is a cogent cause of chronicity and relapse. Its relative incidence is high, for example, among doctors, because we are sometimes too impatient to undergo the prescribed full course and are inclined to modify it to our convenience. In one's earlier experience, when treatment was not standardized and soldiers were denied the proper drugs through short supply, relapses were common and many apparently intractable cases were invalided home. We now realize that few of these so-called emetine-fast cases had a completed course of treatment controlled in hospital. Latterly it became rare, except for operational reasons, to evacuate any patient with chronic amaebiasis. Emetine resistance clearly is more apparent than real. There are perhaps exceptional cases which do not at first respond to standard treatment, yet even these will generally react to a second course repeated after an interval, when penicillin and sulphasuxidine may be needed to clear secondary colonic infection.,
CONCLUSIONS
The continuous sequence of treatment is all-important. Hypodermic emetine deals only with initial symptoms; by itself it does not cure. EBI (by mouth) and chiniofon (enemata) are possibly the keystones of treatment. Carbarsone should clear residual cysts.
The twelve-day periods in therapy are arbitrary; they may be prolonged but never reduced. Bed-rest is essential for the first two to three weeks but diet restriction and purges are not. Convalescence for three weeks is desirable, followed by readmission to hospital for six daily stool tests of cure and final sigmoidoscopy.
Mr. T. Howard Somervell: South Indian experiences in colonic disease.-Amcbic dysentery: Most of our work in the medical wards seems to be clearing up the failures of other doctors by giving continuous courses of emetine to patients who have already had scores of injections, but never more than five or six at one time.
Amoebae often disappear from the stools, so do blood and the characteristic degenerated leucocytes, after six emetine injections. The patient feels that he has "had enough," and the doctor, always willing to please, lets him off for a few days before giving more emetine. The patient recovers his composure, so do the amoebae. They have had a kind of anaesthetic, from which they recover, to be narcotized once more by another few injections of emetine-but not killed.
In our experience emetine, or EBI, must always be given every day for at least ten days, better for twelve days. In early, acute cases this is usually enough to rid the body of the amcebae, but a few days (without interval) of carbarsone t.d.s. makes matters more certain.
The stressing of the importance of continued daily treatment is very important in India, where so many doctors seem to be completely ignorant of its significance.
The chronic cases with cysts require adjuvant treatment with quinoxyl retention enemata. Our practice was to give these on the 2nd, 3rd, 9th, 10th, and 11th days of the emetine or EBI administration.
During the latter part of the war we could not obtain quinoxyl, and we substituted carbarsone, 4 times daily for 5 days, beginning it on the 8th day of emetine injections, or enterovioform enemata daily for ten days.
In the last two years we have dealt with 130 cases of this kind, many of whom have had previous inadequate emetine treatment, and many others suffering from much malnutrition through famine.
Average number of days in hospital fifteen, deaths six. The remainder went home clinically cured and free from amoebae to pathological examination. There were 4 cases of arsenical dermatitis.
No case was considered "cured" until negative to five successive examinations of faeces, and latterly to sigmoidoscopy also. Presence of degenerated leucocytes is treated as positive, even though amoebae are not seen.
The rectum in amwebiasis.-During the last few years we have seen 10 cases of amoebic disease of the rectum. 5 of these were periproctitis with fistulae, the fistulae being very deep, opening into the rectum about 3 in. from the anus. Emetine, as always most effective in extra-colonic amoebic disease, clears up the amoebic infection, but colostomy also is always required. 2 cases refused colostomy and never healed. 3 cases had colostomy and plastic rectal operations, and were healed; one of these afterwards broke down three years after the closure of the colostomy. 5 cases had fibrosis of the rectum. In these 5, the mucous membrane was teeming with active amoebae. After a full course of emetine, very gradual dilatation was tried, and was effective in 3 cases. Permanent colostomy was necessary in the other 2 cases, in which the rectum for 3 or 4 in. would scarcely admit a pencil, nor could it be safely dilated. We have also had 4 cases of burrowing abscesses of the perineum and buttock, in which amoebae were present. These had long histories of ineffective treatment. They all cleared up with emetine and excision of the walls of the abscesses in a surprisingly short time.
(Major R. M. S. McConaghey reviewed 19 similar cases, nearly all in China, and only one from India. See Indian med. Gaz., 1945, 80, 79.) It is my opinion that all cases of carcinoma of rectum in the tropics should be tested for amoebae before operation and/or radium treatment is embarked upon.
Bacillary and Amoebic Dysenztery Together. Speaking as a patient who suffered during the 1914-18 war with a combination of both diseases, one (amoebic) of which was only discovered on my demobilization in 1920, I am convinced that there are many cases who have both infections, and in whom the acute stage of one infection has lit up the other.
Colonel J. R. Davidson tells me that in the recent war it became the custom to treat all dysentery cases with sulphaguanidine in the line, and only evacuate them if there was no adequate effect in twenty-four to forty-eight hours.
If these cases proved at the base to have amoebae, the routine then was (for all cases, acute and chronic):-Emetine 1 grain daily for 6 days 12 days-r Yatren 5th-12th day EBI 3 gra-ns daily for 6 days } as 8 oz. 2% ret. enema Days 13-14 Yatren enema only Days 15-24 Carbarsone 0.25 grammes twice daily Only 3 % of chronic cases relapsed after this treatment, and no acute cases. This for acute cases is extremely thorough treatment, and is what I consider a full course for a chronic case. If you have the drugs, and the patients under your control, it is certainly ideal as far as thoroughness is concerned. The routine exhibition of a sulpha drug for the first two days of all dysenteries is probably to be recommended. It can do nothing but good even in a purely amcebic case.
Bacillary dysentery.-In fresh cases of bacillary dysentery, of not more than three days duration, the sulphonamide drugs are, as we all know, brilliantly successful. But so are several other treatments.
In more chronic cases, however, the situation is far more serious. Hitherto the problem of chronic bacillary dysentery has been a serious one; but to the surprise of many people it has been found that sulphamezathine and sulphaguanidine, and even sulphapyridine, produce remarkably good results with a high percentage of cures in chronic cases.
In 1945 we treated 85 cases of bacillary dysentery, and many of these were very weak on admission, some of them having a choleraic type of dysentery. Most were infected with Flexner bacilli, and many were suffering from a degree of starvation owing to war conditions. The standard treatment was: Sulphapyridine or sulphamezathine, 3 grammes, then 1 gramme four-hourly for two days, followed by Sulphaguanidine, 1 gramme four-hourly for two days. (Sulphaguanidine, 3 grammes four-hourly, the usual dose, caused toxic symptoms in many cases.)
In this series there were 8 deaths, nearly 10%, a far better result than we have had in a similar series of emaciated cases with any other treatment. Strangely enough we have found sulphapyridine more effective, and apparently less toxic, than sulphaguanidine for bacillary dysentery.
With regard to the complications of bacillary dysentery, the one which is made little of in most textbooks, but is very common in S. India, is chronic peritonitis with massive serous effusion. This is very resistant to treatment, and if the patients are aspirated they soon fill up again. It is said that omentopexy has been followed by very bad results.
Tuibercutlous disease of the colon, etc.-In South India we have had a large number of cases of hyperplastic disease of the colon due to the tubercle bacillus, also 8 cases of Crohn's regional "ileitis" in the colon.
For these conditions we have found no drug to be of the slightest use. We have never used sulphasuxidine, however. (Amcebic and other infections are, of course, excluded by full pathological investigations). The treatment must be surgical, and ileocolic anastomosis as well as excision of the tuberculous colon must be done at one sitting. If ileotransverse anastomosis is done and the tuberculous colon (usually caxcum) is left, the patient's health may improve, but the colon nearly always gets worse, and eventually requires a more extensive operation for its removal.
In 51 cases, there were 4 deaths, no deaths in the last 30 cases, perhaps owing to the sewing of the anastomosis in 3 layers.
If the appearance at operation is quite certainly that of Crohn's disease, anastomosis alone may be done; the disease progresses much more slowly than tuberculous trouble, and does not tend to get adherent, to fo6rm abscesses, etc.
Diagnosis between the two is helped by the sedimentation test. Average figures for TB, 0 ... 56 ... 70. Average figures, Crohn, 0 ... 26 ... 38.
Mr. C. Naunton Morgan: It is probable as an aftermath of world-wide war, that both bacillary dysentery and certainly amoebiasis occurring in the United Kingdom will give rise to difficulties and misdiagnosis unless the protean nature of the latter disease, and especially the fact that amoebiasis may remain latent without symptoms for many years, are borne in mind.
Emetine has proved of great value in both the diagnosis and treatment of amoebiasis, as this disease presents itself to the surgeon.
Amcebic granulomata (amoeboma) occurring in the colon and rectum in the Eastern theatres of war sometimes made the differential diagnosis of these tumours from carcinoma difficult, especially since both malignant disease and amoebiasis may coexist. In M.E.F., of 21 patients with malignant lesions of the colon and rectum referred to the rectal centre, no fewer than 12 were diagnosed as bacillary or amoebic dystentery, and in 5 of these cases the carcinoma had been at first mistaken for an amoeboma. In 7 cases bacillary or amoebic dysentery were found associated with a carcinoma.
Apart from biopsy, which may be fatally misleading unless a representative piece is removed for section, emetine is of great value in differential diagnosis. In the large majority of cases an amceboma melts away in a dramatic manner following the administration of a course of emetine injections and the diagnosis is established even though the amoeba, which may be lurking in the depths of the tumour, cannot be isolated. However, on very rare occasions when destruction of the bowel wall has progressed beyond the stage at which anatomical recovery is possible, surgical intervention becomes necessary, not only to restore the patient to health, but more often because malignant disease cannot be excluded with certainty. A tumour of the caxcum with proven amoebiasis was excised because, though the mass diminished in size after several courses of emetine, etc., it still remained. At operation and on macroscopic examination the ctcal tumour was thought to be an amceboma, but section showed it to be a carcinoma.
The dangers of abdominal an-id rectal operaiions in the presence of amcebiasis or bacillary infection are now generally recognized so that in suspected cases, when there is no indication for urgent operation, specific therapy must be given before surgical intervention.
Amcebic typhlitis and acute appendicitis caused anxiety in the diagnosis of the acute abdomen. However, when acute appendicitis is diaginosed early, and especially when there are signs and symptoms indicating rapid extension of intraperitoneal infection or obstruction to the appendix lumen, even though amoebic infection is present, immediate operation must be performed. If typhlitis is found at operation, even though amoebic infection is not proven, but probable, it is wise to commence specific therapy at once.
Invasion of the skin at the site of the operation wound may be the first indication of the presence of amoebiasis. The skin lesions also respond rapidly to emetine.
It is worthy of record that an anoebic ulcer of the anal canal skin, an amcebic fissurein-ano, has been observed getting larger during the administration of carbarsone, and fading away soon after emetine was exhibited.
Both bacillary and amoebic infection may be present at the same time, and on sigmoidoscopy the diffuse inflammation of the mucosa in the former may overshadow the tiny lesions of amorebiasis. In such cases, repeated sigmoidoscopy after the administration of sulphaguanidine for about a week will reveal the two-edged nature of the infection.
Though the sigmoidoscopic appearances of amoebic and bacillary dysentery are described as being clear cut, this is not the case, and tiny localized ulcers may occur in otherwise normal mucous membrane, due to Flexner infection; whilst on the other hand, diffuse granular proctitis may be amcebic in origin. The administration of emetine and/or sulphaguanidine may be the only mrthod of establishing a diagnosis.
Succinylsulphathiazole in the Suirgery of the Rectum and Colont.
Succinylsulphathiazole (sulphasuxidine) introduced by Poth in 1942, reduces the bacterial count of the intestinal contents and also makes the faeces less bulky and of a slightly sticky consistency, so allowing their removal from the lumen with less likelihood of contamination. In addition, the drug appears to have a slightly laxative effect. Increase of bleeding from a carcinoma has been observed by Firor and others, after five days' administration of the drug. Though the dosage recommended in terms of body-weight, usually 8 to 10 grammes daily, was used in 1942 in M.E.F., investigation of our cases by Mackenzie at the 15th Scottish General Hospital showed that the breakdown of this drug is unlikely to exceed 5%, and we came to the conclusion that 20 grammes daily for four days, followed by 20 grammes in one dose on the day of the operation was the most efficient dosage. Results with 5 grammes, 10 grammes and 20 grammes dosage were compared. It was found that culture of a scraping of the carcinomatous ulcer grew no B. coli when a 20-grammes dose was used for five days, and that in the case of ileostomy for complete colectomy and excision of the rectum, B. coli in the small gut had been laid low by succinylsulphathiazole.
When a preliminary colostomv has been performed, succinylsulphathiazole 20 grammes in 6 oz. of half strength mucilage is inserted into the excluded bowel daily for ten to fourteen davs followinz lavaze.
Sulphasuxidine was used before operation in 33 cases, and in only 1 was there evidence of intraperitoneal infection. An abdominal abscess developed insidiously and without fever, following a combined excision of the rectum, bursting into the general peritoneal cavity on the eleventh day. This patient quickly recovered after drainage of the abdominal cavity. Apart from this one complication, the smooth convalescence following operation was striking.
Sulphonamides which control the intestinal flora are important adjuvants in the surgery of the large bowel, but though the number of organisms in the initestine may be controlled, these drugs do not allow any relaxation in the care and established principles of the surgery of the colon and rectum.
Mr. A. Dickson Wright: With the discovery of sulphonamides and their amazing properties the long-dreamt-of possibility of sterilizing the colonic contents became a practical possibility. The difficulty was that the sulphonamides were absorbed in the small intestine and if they were wanted for colon sterilization introduction by enema was necessary. This was tried and had some success, but it was an uncertain method of administration; it was necessary to have a compound which would not be absorbed when' taken by mouth and so would be thoroughly mixed with the faeces and exercise a uniform sterilizing action on the contents. This was not difficult to achieve with all the chemical linkages available and neoprontosil, sulphaguanidine, sulphasuxidine and sulphathalidine were all evolved in turn, each with a diminishing absorbability but unimpaired bactericidal action.
Having achieved the sterilization of the colonic contents the way was laid open to the immediate cure of certain hitherto dangerous diseases such as the bacillary dysenteries and to the mitigation of many other ulcerative diseases in which secondary bacterial infections from the fteces were an important secondary effect. In addition to the sterilization of the faeces these also became mushy in consistency and much less irritating to conditions such as cliverticulitis and recent suture lines in the bowel.
The following cono'itions can only benefit from sterilization of the faeces: Amoxebic dysentery, ulcerative colitis, diverticulitis, Crohn's disease and perirectal suppurations.
The operative surgery of the colon is robbed of all infection fears by the administration for five days of 24 grammes daily of sulphasuxidine or 12 grammes of sulphathalidine, given in divided doses at three-hourly intervals. Five days will not suffice if there is obstruction or abscess formation present. \Vith this premedication the whole colon and not only the right half is available for one-stage resection with shorter time in hospital and no unpleasantness of temporary colostomies and Mikulicz resections.
Mr. Alan H. Hunt: My communication deals briefly with the effect of sulphasuxidine in reducing the incidence of peritonitis when given before major intraperitoneal operations on the colon and rectum.
The figures are derived entirely from Mr. Lawrence Abel's Clinic at the Royal Cancer Hospital, and I am greatly indebted to him for allowing me to analyse these cases and to present the tabulated results at this meeting.
At the Cancer Hospital we tend to get cases of a desperate nature, sent there from somewhere else and as a last hope. The fatalitv rate is thus not indicative of what is disclosed by an analysis of a wider range of cases: but I have limited the analysis to Cancer Hospital patients for the very good reason that we thus deal with two series of consecutive cases in which the operative technique, theatre facilities, nursing, etc., have been unchanged throughout the period of analysis.
There is only one factor which differs between the two groups of cases-the administration of sulphasuxidine pre-operatively in the second group. (There is, of course, penicillin, which -became available in reasonable quantities in 1944. But we would not expect this drug to have an appreciable effect on peritoneal infections arising from ftecal contamination.) Table I shows the results before the introduction of sulphasuxidine in September 1943. I have divided the cases of carcinoma of the rectum into the four stages: Stage I limited to the rectum, II extending beyond the rectum, III with regional lymphatic metastases and IV with distant metastases. 11 of these 78 patients died, 2 of diffuse peritonitis, 1 of intraperitoneal abscess, 4 with locali7ed peritonitis evident post mortem, and 4 of other causes.
Of 12 other cases, 4 dicd, 2 with rliffuse and 2 with localized peritonitis.
